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NDA 19-297/8-021

Immunex Corporation

Attention: Mr. Mark W. Gauthier

Senior Manager, Regulatory Affairs

51 University Street '
Seattle, Washington 98101-2936 FEB 04 2000

Dear Mr. Gauthier:

Please refer to your supplemental new drug application dated May 21, 1999, received
May 24, 1999, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Novantrone (mitoxantrone for injection concentrate).

We acknowledge receipt of your submissions dated June 14 and October §, 1999.

This supplemental new drug application provides for a package insert with the
following changes:

1. ADVERSE REACTIONS section, General/Pulmonary subsection —
“Interstitial pneumonitis has been reported in cancer patients receiving
combination chemotherapy that included NOVANTRONE.”

2. ADVERSE REACTIONS section, General/Cutaneous — “Extravasation at the
infusion suite has been reported, which may result in erythema, swelling, pain,
bumning, and/or blue discoloration of the skin. Extravasation can result in tissue
necrosis with resultant need for debridement and skin grafting. Plebitis has also
been reported at the site of the infusion.”

We have completed the review of this supplemental application, as amended, and have
concluded that adequate information has been presented to demonstrate that the drug
product is safe and effective for use as recommended in the final printed labeling
submitted on October 8, 1999. Accordingly, the supplemental apphcatlon is approved
effective on the date of this letter.

If a letter communicating important information about thus drug product (i.e., a "Dear
Health Care Practitioner” letter) is issued to physicians and others responsible for
patient care, we request that you submit a copy of the letter to this NDA and a copy to
the following address:
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MEDWATCH, HF-2
FDA .
5600 Fishers Lane

. Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set
forth under 21 CFR 314.80 and 314.81.

'If you have any questions, contact Alvis Dunson, Project Manager, at (301) 594-5767.

Sincerely, _ .
: ZD
N A
’ Rithard Pa.z@ MD. -
Director

Division of Oncologic Drug Products
Office of Drug Evaluation [

Center for Drug Evaluation and Research
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APPLICATION NUMBER: NDA 19297/5021

MEDICAL REVIEW(S)




OCT 19 1999
Medical Officer Review: Changes Being Effected

NDA: 19-297 SLR 021 Letter Date: October 8, 1999
Drug: Novantrone (mitoxantrone) . Review Date: October 19, 1999
Sponsor: Immunex

The sponsor submitted final labeling changes, previously agreed upon between

DODP and the sponsor. '
The sponsor agreed to delete the word(’ __from the proposed labeling about

interstitial pneumonitis.

: The sponsor submitted sample labeling for the adverse event of extravasation:
“Extravasation at the infusion site has been reported, which may result in erythema,
swelling, pain, burning, and /or blue discoloration of the skin. Extravasation can result in
tissue necrosis with resultant need for debridement and skin grafting. Phlebitis has also
been reported at the site of the infusion.” We agreed that this wording was acceptable in
June 1999.

Required regulatory action:
The project manager should prepare an action letter for the SLR.

Comments:
The proposed labeling is acceptable.

s

Susan Flamm Honig, M.D. =
Medical Reviewer

1S/ i) jo-iteas

Grant Williams, M.D.
Team Leader

ce:
NDA 19-297/SLR 021
HFD-150/Division files
HFD-150/Susan Homig

- HFD-150/Alvis Dunson
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APPLICATION NUMBER: NDA 19297/5021

CHEMISTRY REVIEW(S)



Chemistry Manufacturing Controls Review

NDA: 19-297/SLR-021 Amendment No. 001
Product: NOVANTHRONE(mitoxanthrone) for Injection
Applicant; Immunex Corporation

Date of Submission: October 8, 1999

Stamp Data: Oct .12, 1999

Date Assigned: Oct. 26, 1999

Date of Review: October 29, 1999

Material Reviewed: NDA 19297/5-021 (SLR) Amendment 001
Other Documents: :

Labeling
The Description, Dosage and Administration, Preparation and Administration, Preparation for Intravenous

Administration, and How Supplied sections submitted in this supplemental application were not revised
from the approved one.

Conclusions and Recommendations.
No new CMC information is submitted in this supplement. Reference for CMC would have to be from
previous approved application/ supplements. From a CMC view point, this supplement is approved.

%sepfﬁne M. Je&
Review Chemist, HFD-150, DNDC1
cc: NDA 19-297/8-021
HFD-150/Division File
HFD-150/]Jce e
HFD-150/RWood B 1~1-99 '
HFD-150/ADunson
F/T by Jee/ 10-29-99
R/D by:
File: 19297s1r021
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JAN | g 2000
Division of Oncology Drug Products

REGULATORY PROJECT MANAGER REVIEW

Application Number(s): 19-297/5-021

Name of Drug: Novantrone (mitoxantrone for injection concentrate)
Sponsor: Immunex Corporation

Material Reviewed

1. NDA .1 9-297/S-021 dated May 21, 1999, received May 24, 1999

2. Sponsor fax dated June 14, 1999
3. Amendment #001 dated October 8, 1999, received October 12, 1999

Background and Summary Description:

The May 21, 1999 submission revises the ADVERSE REACTIONS section,
General/Pulmonary subsection, and was submitted as Changes Being Effected (CBE).

The medical officer recommended changes to the proposed labeling in a review dated June 1,
1999, and the sponsor submitted revised wording in a fax dated June 14, 1999. The medical
officer in a review dated June 18, 1999,agreed the revised wording was acceptable.

The sponsor submitted an amendment to S-021 on October 8, 1999, and this was reviewed and
agreed acceptable by the medical officer in a review dated October 19, 1999.
Review

Proposed changes to S-021 amendment #001

1. ADVERSE REACTIONS section, General/Pulmonary subsection:
The following statement was revised as follows by the sponsor:

“Interstitial pneumonitis has been reported in cancer patients receiving combination
chemotherapy that included NOVANTRONE.”

Comment: This change was reviewed by the Medical Officer in the review dated October 19,
1999, for 5-021 and was acceptable.



NDAs 19-297/S-021
Page 2

2. ADVERSE REACTIONS section, General/Cutaneous
The following statement was revised as follows by the sponsor:

“Extravasation at the infusion suite has been reported, which may result in erythema,

swelling, pain, bumning, and/or blue discoloration of the skin, Extravasation can resultin

tissue necrosis with resultant need for debridement and skin grafting. Plebitis has also been
reported at the site of the infusion.”

Comment: This change was reviewed by the Medical Officer in the review dated October 19,
1999, for §-021 and was acceptable.

Recommended Regulatory Action:

I compared the packet insert for S-021, amendment 001, dated October 8, 1999, with the package
insert for S-019 approved May 8, 1998, and recommend approval. Your acceptance of these
changes is indicated by your concurrence below and supportive reviews.

- I sl ’%/O cor.lcurrence: / S/ . t-tT-on

Alvis Dunson Va4 Dotti Pease
Project Manager . Chief Project Manager

‘concurrence: / S/ / ) 9/a Joo
Susan Honig, M.D. hd -
Meﬂical Officer

concurrence: / S / =(2/00
. Grant Williams, M.D.

Medical Team Leader

cc: Original NDA 19-297

HFD-150/Div. File
HFD-150/SHonig/GWilliams
HFD-150/ADunson/DPease

CSO REVIEW
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Immunex Corporation

DUPLICATE

i Sy | — ) C

October 8, 1999

Richard Pazdur, M.D.

Director 0cT 121999
“Division of Oncology Drug Products HFE:ISO
Center for Drug Evaluation and Research P, R
enter for Drug Evaluation ese Ty

Food and Drug Administration
1451 Rockville Pike - 2nd Floor (HFD-150
Rockville, MD 20852-1448 :

NOVANTRONE, mitoxantrone for injection concentrate NDA SUPP AMEh’lD
NDA 19-297/5-021, Amendment No. 001 S5LR-0R
Changes Being Effected ~Labeling Supplement mF)

Dear Dr. Justice:

Please refer to NDA 19-297 and to S-021. The original labeling supplement contained
Immunex Corporation’s revised package insert for Novantrone. The proposed package
insert was revised to include a new adverse reaction to the Adverse Reactions, General
section of the insert. The proposed text for the new adverse reaction statement was
informally submitted to the FDA by facsimile on October 22, 1998 and the following text
agreed upon:

“Pulmonary: Interstitial pneumonitis has been reported _ in cancer patients
receiving combination chemotherapy that included NOVANTRONE.”

In a facsimile dated June 4, 1999, the Medical Reviewer provided several comments on
the FPL submitted with S-021. Specifically, it was requested that we delete the word
' _ from the statement above and that we add text to expand the cutaneous adverse
events section of the label and provide some specific recommendations about
extravasation. In a facsimile dated June 14, 1999, Immunex agreed to delete the term

. from the proposed language for interstitial pneumonitis and proposed the
following regarding extravasation: '

“Extravasation at the infusion site has been reported, which may result in erythema,
swelling, pain, burning, and/or blue discoloration of the skin. Extravasation can
result in tissue necrosis with resultant need for debridement and skin grafting.

Phlebitis has also been reported at the site of infusion.” e W
S
ol

\ -

51 University Street, Seattle, Washington 98101-2938 UPL ’CIAXTE

206.587.0430, Fax 206.587.0606 www.immunex.com
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The Project Manager, Mr. Alvis Dunson, provided the proposed language to the Medical
Reviewer for an informal review and communicated by telephone that the extravasation
statement was acceptable as written.

Twelve copies of specimen labeling (package insert) are provided in which the above
changes have been incorporated. The specimen labeling is identical in all respects to the
PI that is packaged with product except it is not on typical package insert paper stock.

Twelve copies of Specimen Labeling incorporating the above changes is provided {1
copy for the medical reviewer (in one binder) and 11 copies for archival purposes. Upon
approval of this supplement or within 30 days of implementation Immunex will provide
18 copies of the actual Final Printed Labeling.

If you have any comments or questions regarding the contents of this submission, please
contact me at (206) 389-4066.

Sincerely,

WD, fsatie

Mark W. Gauthier
Senior Manager, Regulatory Affairs

—

cc: Nancy Kercher
File 31100, 31543




